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AMENDMENTS TO THE CLAIMS 



1. (CURRENTLY AMENDED) Use of a sphingolipid with the — a 
general formula -(^H — selected from the group consisting of: 



wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 30 ) alkyl chain; 

Qi is a primary amine group ( -NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-) ; and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutical ly 
acceptable salt thereof, and 

-£e* — the — manufacture — e£ — a medicament — §ea? — the — prevention — and/ or 
treatment — e£ — a dioordcr — selected — from — the — group — consisting of 
insulin resistance, diabetes type 2 and Motabolic Syndrome. 



OH 



Rr-(A) t -CH 2 — CH— CH— Z 




(i) 
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OH 

HO — CH 2 -CH— CH— Z CD) 
I 

NH 2 

wherein 

Z is R 3 or CH(OH)-R 3 , and 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, or a 
precursor, a derivative or a pharmaceutically acceptable salt 
thereof , and 

OH 

(H 3 C)3-N-(CH2)2-P0 4 -CH 2 -CH— CB—Z m 

Qf"R2 



wherein 

Z is R 3 or CH(OH)-R 3/ preferably R 3 ; 

Qi is a primary amine group (-NHg), a secondary amine group 
(-NH ) or an amide group ( -NH-CO- ) ; preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci-C 30 ) alkyl chain, 

or a precursor, a derivative or a pharmaceutically acceptable 
salt thereof, 

for the manufacture of a medicament for the prevention and/or 
treatment of a disorder selected from the group consisting of 
insulin resistance, diabetes type 2 and Metabolic Syndrome. 
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2. (WITHDRAWN) 

3. (WITHDRAWN) 



4. (CURRENTLY AMENDED) Use of a sphingolipid selected from 
the group consisting of: 



OH 



R— (A)t-CH 2 — CH— CH— Z 



Qi-R: 



(I) 



wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

R_i is H, hydroxyl, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 3Q ) alkyl chain; 

Qi is a primary amine group ( -NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-); and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutically 
acceptable salt thereof, and 

OH 

HO CH 2 -CH— CH— Z C°) 

I 

NH 2 
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wherein 

Z is R 3 or CH(OH)-R 3/ and 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, or a 
precursor; a derivative or a pharmaceutically acceptable salt 
thereof, and 

OH 

(H3C) 3 -N-(CH2)2-P04-CH2-(jJH— CI^-Z CUD 
QfR2 

wherein 

Z is R 3 or CH(OH)-R 3 , preferably R 3 ; 

Qi is a primary amine group ( -NH 2 ) , a secondary amine group 
( - NH - ) or an amide group (-NH-CO-) ; preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 3 q) alkyl chain, preferably 

an unsaturated (Ci-C 30 ) alkyl chain, 

or a precursor, a derivative or a pharmaceutically acceptable 
salt thereof, 

in food according — fee — fehe — formula — — as — defined — in claim — 1 — 
formula — (^^) — ao defined in claim 2, — or formula — (III) — as defined 
in — claim — 2-, — — a — precursor — ea? — a — derivative — thereof — for the 
prevention and/or treatment of insulin resistance, type 2 
diabetes mellitus and mMetabolic ©Syndrome. 
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5. (CURRENTLY AMENDED) Use according to claim — 5 - 1 , wherein 
said sphingolipid is of formula (II) and is phytosphingosine, 
sphingosine, sphinganine, ceramide, cerebroside and/or 
sphingomyelin. 

6. (CURRENTLY AMENDED) Use according to claim — 3_1, wherein 
said sphingolipid is of formula (III) and is sphingomyelin. 

7. (CURRENTLY AMENDED) Method of preventing the occurrence of 
insulin resistance, diabetes type 2 and/or Metabolic Syndrome in 
a healthy subject comprising providing said subject a diet with 
enhanced levels of a sphingolipid as — defined — in — any — eee — e-# 
claims 1 6 selected from the group consisting of: 

OH 

R— (A) t -CH 2 — CH— CH— Z 

Ql~^2 (il 

wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Cj-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 3 p) alkyl chain; 

Qi is a primary amine group ( -NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-); and 
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t is 0 or 1, or a precursor, a derivative or a pharmaceutical^ 
acceptable salt thereof, and 



OH 

HO — CH 2 -CH— CH— Z (0) 

I 

NH 2 



wherein 

Z is R 3 or CH(OH)-R 3 , and 

R 3 is an unsaturated or saturated (C i -C 3 q ) alkyl chain, or a 
precursor, a derivative or a pharmaceutically acceptable salt 
thereof, and 



OH 



+ „„ _„ A.„ - m 



(H 3 C) 3 -N-(CH 2 )2-P0 4 -CH 2 -CH— CH— Z 



wherein 

Z is R 3 or CH(OH)-R 3 , preferably R 3 ; 

Qi is a primary amine group (-NH 2 ), a secondary amine group 
( -NH- ) or an amide group (-NH-CO-); preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci-C 30 ) alkyl chain, 
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or a precursor, a derivative or a pharmaceutically acceptable 
salt thereof. 

8. (CURRENTLY AMENDED) Method of treatment of a subject 
suffering from insulin resistance, diabetes type 2 and/or 
Metabolic Syndrome, said method comprising adminiotrating 

[opclling?] administering to a subject in need thereof a 

therapeutically effective amount of a pharmaceutical 
composition, said composition comprising a sphingolipid selected 
from the group consisting of: 

OH 

R— (A) t ~CH 2 — CH— CH— Z 

Ql~^2 iii 

wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 30 ) alkyl chain; 

Qi is a primary amine group ( -NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-); and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutically 
acceptable salt thereof, and 
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OH 

HO — CH 2 -CH— CH— Z C 11 ) 
NH 2 

wherein 

Z is R 3 or CH(OH)-R 3 , and 

R 3 is an unsaturated or saturated (C1-C30) alkyl chain, or a 
precursor, a derivative or a pharmaceutical]^ acceptable salt 
thereof , and 

OH 

(H 3 C)3-N-(CH 2 )2-P0 4 -CH 2 -CH— CH— Z ™ 

wherein 

Z is R 3 or CH(OH)-R 3 , preferably R 3 ; 

Qi is a primary amine group (-NH 2 ), a secondary amine group 
(-NH-) or an amide group (-NH-CQ-); preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci-C 30 ) alkyl chain, 

according to the formula — — ao defined in claim 1, — or formula 
(II) — ao defined in claim 2, — or formula — (III) — ao defined in claim 
3-7 — or a precursor, a derivative or a pharmaceutically acceptable 
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salt thereof and a pharmaceutically acceptable carrier-; — and 
optionally ono or more cxcipicnta . 

9. (CURRENTLY AMENDED) Use of a food item with enhanced 
levels of a sphingolipid according to the formula — — aa defined 
in claim 1, — or formula — — as — defined — in claim 2, — or formula 
(III) — as defined in claim 3, — selected from the group consisting 
of: 



wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxy 1, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (C i -C 3 q) alkyl chain; 

R 3 is unsaturated or saturated (C1-C30) alkyl chain; 

Qi is a primary amine group (-NH2), secondary amine group ( -NH- ) 

or an amide group (-NH-CO-) ; and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutically 
acceptable salt thereof, and 



OH 



Rj— (A) t -CH 2 -CH— CH— Z 




(i) 
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OH 

ho — ch 2 — ch— ch— z en) 
I 

NH 2 



wherein 

Z is R 3 or CH(OH)-R 3 / and 

R 3 is an unsaturated or saturated (Ci-C 3 0 ) alkyl chain, or a 
precursor, a derivative or a pharmaceutically acceptable salt 
thereof , and 



OH 

(H 3 C)3-N-(CH 2 )2-P04-CH 2 -CH— CBh-Z ^ 

Q1-R2 



wherein 

Z is R 3 or CH(OH)-R 3/ preferably R 3 ; 

Qi is a primary amine group (-NH 2 ), a secondary amine group 
(-NH-) or an amide group (-NH-CO-); preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Cx-Cqq) alkyl chain, preferably 

an unsaturated (C _i -C 30 ) alkyl chain, 

or a precursor^ e*^-a derivative or a pharmaceutically acceptable 
salt thereof , 
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—for the prevention and/or treatment of a disorder selected from 
the group consisting of insulin resistance, diabetes type 2 and 
Metabolic Syndrome. 

10. (CURRENTLY AMENDED) Use of a food item with enhanced 
levels of a sphingolipid according to the formula — — ao defined 
in claim 1, — &e — formula — — as — defined in claim 2, — — formula 
(III) — ao defined in claim 3, — selected from the group consisting 
of: 



wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 _ is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 30 ) alkyl chain; 

Qi is a primary amine group (-NH 2 ) , secondary amine group ( -NH- ) 

or an amide group (-NH-CQ-) ; and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutically 
acceptable salt thereof, and 



OH 



R— (A) t -CH 2 -CH— CH— Z 




(i) 
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(II) 



wherein 

Z is R 3 or CH(OH)-R 3/ and 

R 3 is an unsaturated or saturated (Ci-C 3 q) alkyl chain, or a 
precursor, a derivative or a pharmaceutically acceptable salt 
thereof , and 

OH 

(H 3 C)3-N-(CH2)2-P0 4 -CH 2 -CH— CH—Z ™ 

Q1-R2 



wherein 

Z is R 3 or CH(OH)-R 3 , preferably R 3 ; 

Qx is a primary amine group ( -NH 2 ) , a secondary amine group 
( -NH- ) or an amide group (-NH-CO-); preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 3 q) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci-C 3 p) alkyl chain, 

or a precursor, a derivative or a pharmaceutically acceptable 
salt thereof, 

e^e — a prccuroor — e*r — a — derivative — thereof — in a diet for lowering 
and/or preventing insulin resistance. 

-14- 

WEINGARTEN, SCHURGIN, 
GAGNEBIN & LEBOVICI LLP 
TEL. (617) 542-2290 
FAX . (617) 451-0313 



Attorney Docket No. VER-209XX 
Filed: Herewith 
TC Art Unit: 
Confirmation No. : 

11. (CURRENTLY AMENDED) Use of a sphingolipid as — defined — if* 
any one of claimo 1 3 selected from the group consisting of: 

OH 

R— (A) t ~CH 2 -CH— CH— Z 

Ql~^2 (ii 

wherein 

Z is R 3 or -CH(OH) -R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(Q)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Ci-C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (C1-C30) alkyl chain; 

Qi is a primary amine group ( -NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-) ; and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutical ly 
acceptable salt thereof, and 

OH 

ho — ch 2 -ch— ch— z a*) 
I 

NH 2 

wherein 
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Z is R 3 or CH(OH)-R 3/ and 

R 3 is an unsaturated or saturated (C;l-C 3 o) alkyl chain, or a 
precursor, a derivative or a pharmaceutical]^ acceptable salt 
thereof , and 



OH 

(H 3 C)3-N-(CH 2 ) 2 -P0 4 -CH 2 -CH— CI^-Z ^ ll > 

Qf"R 2 



wherein 

Z is R 3 or CH(OH)-R 3/ preferably R 3 ; 

Qi is a primary amine group (-NH 2 ) , a secondary amine group 
(-NH-) or an amide group (-NH-CO-) ; preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci-C 3 p ) alkyl chain, 

or a precursor, a derivative or a pharmaceutical^ acceptable 
salt thereof, 

for the manufacture of a medicament for improving the capacity 
for the physiological removal of glucose from the blood stream 
and/or for improving the capacity for maintaining blood glucose 
homeostasis in a subject in need thereof, preferably in insulin 
resistant sub j ects . 

12. (CURRENTLY AMENDED) Use of a sphingolipid as — defined in 
any one of claims 1 3 selected from the group consisting of: 
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OH 

Rr~ (A) t -CH 2 -CH— CH— z 

Ql~^2 

wherein 

Z is R 3 or -CH(OH)-R 3 ; 

A is sulphate, sulphonate, phosphate, phosphonate or -C(0)0-; 

Ri is H, hydroxyl, alditol, aldose, an alcohol, Ci~C 6 alkyl or 

amino acid; 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is unsaturated or saturated (Ci-C 30 ) alkyl chain; 

Qi is a primary amine group (-NH 2 ) , secondary amine group (-NH-) 

or an amide group (-NH-CO-) ; and 

t is 0 or 1, or a precursor, a derivative or a pharmaceutically 
acceptable salt thereof, and 

OH 

HO — CH 2 -CH— CH— Z (ID 

I 

NH 2 

wherein 

Z is R 3 or CH(OH)-R 3 , and 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, or a 
precursor, a derivative or a pharmaceutically acceptable salt 
thereof , and 
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OH 

+ — - — — ™ - on) 



(H 3 C)3-N-(CH 2 ) 2 -P04-CH2-CH— CHh-Z 



wherein 

Z is R 3 or CH(OH)-R 3 , preferably R 3 ; 

Qi is a primary amine group ( -NH 2 ) / a secondary amine group 
(-NH-) or an amide group (-NH-CO-); preferably an amide group, 
and 

R 2 is H or unsaturated or saturated (Ci-C 30 ) alkyl chain; 

R 3 is an unsaturated or saturated (Ci-C 30 ) alkyl chain, preferably 

an unsaturated (Ci~C 30 ) alkyl chain, 

or a precursor, a derivative or a pharmaceutically acceptable 
salt thereof, 

for the manufacture of a food item or food supplement for 
improving the capacity for the physiological removal of glucose 
from the blood stream and/or for improving the capacity for 
maintaining blood glucose homeostasis in a subject in need 
thereof, preferably in insulin resistant subjects. 

13. (NEW) The method of claim 8 further including 
administering one or more excipients. 
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